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Office Action Summary 



Application No. 

09/709,170 



Applicant(s) 

WARRELL ET AL. 



Art Unit 

1635 



Examiner 

Terra C. Gibbs , . . 

Pe "ASHORTENED STATUTORY PER.OD FOR REPLY .3 SET TO EXP.RE 3 MONTH(S) FROM 

. if NO period for reply is specified above, the ■ to beco'me ABANDONED (35 U S.C. § 133). 

' earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

1 )□ Responsive to communication(s) filed on . 

2a)D This action is FINAL. 2b)B This action is non-final. 

3) D Since this application is in condition for allowance except * * *" 

' closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 o.fa. 

Disposition of Claims 

AM Claim(s) 1-23 and 29-33 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) GS Claim(s) 1-23 and 29-33 is/are rejected. 

7) D Claim(s) is/are objected to. 

8) D Claim(s) ; are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 

10) D The drawing(s) fi.ed on is/are: a) D accepted or b)D objected to by the Examiner 

Applicant may not request that any objection to the drawing be held in abeyance. See 37 CFR 1^ 

1 1, D The proposed drawing correction fi.ed on is: .)□ approved b)D disapproved by the Examiner. 

If approved, corrected drawings are required in reply to this Office action. 

12) D The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C. §§119 and 120 „ nl , IM , ,« 

13) D Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 
a)DAII b)D Some*c)Q None of: 

1 □ Certified copies of the priority documents have been received. 

2 □ Certified copies of the priority documents have been received in Application No. 

3D Copies of the certified copies of the priority documents have been reC eived in this National Stage 

application from the International Bureau (PCT Rule 17 2(a)) 
* See the attached "Sailed Office action for a list of the certified copies not received. 
140 Acknowledgment is made of a claim for domestic priority under 35 U.S.C. , 1 19(e) (to a provisional app.icat.on). 

a) □ The translation of the foreign language provisional applica ton has been receded 
15)D Acknowledgment is made of a claim for domestic priority under 35 U.S.C. §§ 120 and/or 

Attachment(s) 



1) ^ Notice of References Cited (PTO-892) 

2) □ Notice of Draftsperson's Patent Drawing Review (PTO-948) 

3) □ Information Disclosure Statement(s) (PTO-1449) Paper No(s) . 



4) □ Interview Summary (PTO-413) Paper No(s). ■ 

5) □ Notice of Informal Patent Application (PTO-152) 

6) D O tner: 



U S. Patent and Trademark Office 
PTO-326 (Rev. 04-01) 



Office Action Summary 



Part of Paper No. 16 
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Application/Control Number: 09/709,170 
Art Unit: 1635 

DETAILED ACTION 



Response to Amendment 
Applicant's Amendment fled 12/17/02, in Paper No. 15 is acknowledged. Claims 24-28 

have been canceled. 

Claims 1-23 and 29-33 are pending in the instant application. 



Information Disclosure Statement 
The information disclosure statement filed, November 10, 2000 has been placed in the 
apphcation fie, bu, the information referred to therein has not been considered. I, is noted that 
apphcant has indicated that all references were submitted, however, no references could be 
,„ca,ed in the application. Applicant is asked to resubmit all the references contained in the 
information disclosure statement so that they can be considered. 



Nucleotide and/or Amino Acid Sequence Disclosure 
This application contains sequence disclosures that are encompassed by the defmitions 
for nucleotide and/or amino aeid sequences se, forth in 37 CFR § ..821(a)(l) and (a)(2). 
However, this application fails to comply with the requirements of 37 §1.82. through 1.825 for 
the reason(s) se, forth below. Applicant, attention ,s directed to these regulations, published a. 
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Application/Control Number: 09/709,170 
Art Unit: 1635 

1114 OG 29, May 15, 1990 and at 55 Fed. Reg. 18230, May 1, 1990. It is noted that the 
application fails to comply with 37 CFR §1.821(a) and (d). 

37 CFR §1.821(d) states, "Where the description or claims of a patent application discuss 
a sequence that is set forth in the "Sequence Listing" in accordance with paragraph (c) of this 
section, reference must be made to the sequence by use of the sequence identifier, preceded by 
"SEQ ID NO:» in the text description or claims, even if the sequence is also embedded in the text 
of the description or claims of the patent application". 

Applicant's Amendment, filed 3/29/02, in Paper No. 11, is not sufficient to bring the 
application into compliance with the sequence rules because the specification at 16, line 6 and 
page 31, line 4 contains the following sequence: 5TCTCCCAGCGTGCGCCAT3'. A SEQ ID 
no. does not follow this sequence. The above is an example and is not intended to indicate that 
the Examiner has made an exhaustive review of the application. Applicant must fully comply 
with the sequence rules for any response to this action to be considered fully responsive. 

Priority 

An application in which the benefits of an earlier application are desired must contain a 
specific reference to the prior apphcation(s) in the first sentence of the specification or in an 
application data sheet (37 CFR 1.78(a)(2) and (a)(5)). For example, the first line of the tnstan, 
specification should read, "This app.ication claims the benefit of USSN 60,227,970, fi.ed 
8/25/00 and USSN 60,237,009, filed 9/29/00". Appropriate correction is required. 
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Application/Control Number: 09/709,170 
Art Unit: 1635 

Claim Rejections - 35 USC §112 
The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

SSltter which the »ppfa» regards « h.s m.ent.on. 

Claims 12 19 29 and 30 are rejected under 35 U.S.C. 1 12, second paragraph, as hetng 
in de S »i,e for failing to par,,cu,ar, y point ou, and distinct, clatnr the suhiec, matter which 

applicant regards as the invention. 

claims 12 19 29 and 30 is a re.ative term which renders the claims indefinite. The term 
Educed dose" is no, defined bv the claims and the spectfication does no. provide a standard for 

th e metes and hounds of the invention. The specification at page 7, lines 1.-19. defines, 
.educed dose" as "a dose tha, is below the norma,, administered range, i.e. below the standard 
dose as suggested by the miS ^Mm !£ ^Mm (2000, or a similar reference". 
However, the specification does not provide a standard for ascertaining a "reduced dose". 
Clarification is required. 



Claim Rejections - 35 USC § 112 

c nf Title 35 U S Code not included in this action can be found 
The text of those sections of Title 35, u.a. ^uuc 

in a prior Office action. 

The 35 U.S.C. ,12, firs, paragraph rejection against claims ,-23 has been withdrawn in 

view of Applicants arguments. 
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Appli c— »u„*e,o,no9,no 

Art Unit: 1635 

Claim M«>>™ ■ 35 ca „ be found 

. 0 m,e 35, U S. Code no, included ac«° 

ThetextofthosesecttonsofTnleJ, 
to a prior Office action. ^ , ^ as being anticipated by 

Webb e, al., (The U»cet, 1997 

p[CT iousoffKeac<ionof7/17/02. w ^ ar e no. 

n ^ 19/17/02 have been u» y 
A P pUcanfs argents filed 

p^canetina^.apet— ^ 

considetedbutarenotpetsuasive. phos p„oro«hioa«ed bcl-2 

^:i„o,„od,, s i W — 

u , 7 , M e«. Webbeta, . - ^^^^.^ Webbetal. 

^ « ^ - « ^ ; 4 2 ^ , , ymph nod. o t P- . 

- — - - * ~ til. „ - - * — * - 

n H U days (see Figure 2). lMse 
during 2jtfUliB»^ , 5l3 . l8an d24-28. 
, 14 days and thus anticipates claims 1-5, 13 

tha " Lote.Webbetai.ant.c.pate.e-— . 
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App Uoa-Co„«o,Nu m ber:09/709,nO 

Art» 1635 . 33 33 being unpatentable over Webb e« 

^ 35 U.S.OOaW rejection as b 

^^^^^ 

, . . < 13 .,8 24-28 and 31-33 as being 
The 35 U.S.C. 102(b) -ejection against clarnrs - • ^ 

Waters eternal of Cliniea. Oneology, 2000 
unpatentable over Waters et 
bee „ withdrawn in view of Applicants argents. 

13 .1 8> 2 4.28 and 31-33 as being 

« mr 102(b) rejection against clatnts 1-5, 
The 35 U.S.C. 102(b) J n s„ cie ty of Clinical Oncology, 1» 

mpa ,e„,ableoverMorrise,a,(P— softhe-ncansocy 

:, 1 8,23a ) hasbeenwi,hdraw„ i „v,ewof A pphca n « 5 ^, 

,. ,6 9-12 13-19, 24, 26-29 and 31-33 as 

35USC l„ 2( b) region agarnstela,^ being .patentable over Usen et a, 
^ 35 U S.C. 102(b) , hdra ™r in view of Applicant arguntenu. 

^.anceUOOOVol^aa^^lhasbeenwrthdrawn 
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Appli ca tl oWCo„ t ,olK^09 n o,,nO 

Art Unit: 1635 

The text of those sec..ons of Title 
in , prior Office action. ^ rf Raymud e , ,1., in further 

^^^^^^^^^^ 

^ofUpesaeMen^et^M^ee, a,, Cotter 

^^drawninviewofAppHo-^. 

, « USC 103(a) as heing unpatentable over 
C1 aims,,6.n and 13->8 are rejected under . ■ • gs of the 

, el , 9 97VoU49,n37-U4 1 )inv 1 ewof J ansene 

Webb etal., (The Lancet, 1997 

~ i ™, 1QQQ Vol. 19:53 la). 
■ Society of Clinical Oncology, comprising 
American Society nreV enting cancer in a human 

admim s,erin 8 a bcl, anttsense ol. g onuc,eo,,de a, a o^ 

one . more cancer theses. O- ^ ^ „ admiMSttre o 

entbodiments of the method of Cann ^ , . 

- * « — 4 _ vaccine , ant-an^c a g e,, 

^ne, g e„e,herapen,ic,orho— ^ 

.herein the chenroasen, » dacarbaz-ne, aBbinosWe (A ra- 

— - — — rrr^ — - — - 
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App lication/ControlKu m ber:09/709 ) 170 

M UnU: 1635 a A of treating or preventing cancer in 

, • ^nH are drawn to a method of treating or v 
Cairns 13-.8 depend from da, m 6, - are dr ^ ^ 

■ • Hministering a bcl-2 antisense ohgonucleottde a. 
. human comprrsmg — - . ^ „ . _ cancer 

mgW da yf orape ri od— 8 on.o , ^ 

wherein said administration is by oral, 
section, intramuscular „e* ^ ^ ^ cancet 

— — — * — ' I „ soft tissue, reproduce system, 
nf the hematopoietic system, skin, bone and 

SySKm ' b ' t m ^ gas trointes,ina, and alimentary cana,, lymph 

system, Wney, lung, respiratory system, thorax, ga . 

no ,„odg,,s lymphoma Hod.- iymphoma, leukemta, colon — 

k - cancet ovarian cancer, prostate cancer, renal cell carc.no 
pancreatic cancer, breast cancer, ovar ^ 

, ■ „;„„,™ cervical cancer, testicular cancer, lung 
bile due, carcinoma, chonocarcmoma, cerv 

, . head and neck cancer or bram caneer, wherem 
.a— melanoma, a ^ ^ ^ . mRNA 

^'T: : i ^ — - - - f 

encodtng the bcl-2 gene, ^ ^ ^ ^ of 

phosphorothioate linkages; wheretn the anttsense 

SEQ1DN&17. phos phorothioated bcl-2 

webb e, a,, disclose a daily subcutaneous .nfus.on TP 
. Kl8b asepairs 1 „lengtb,administered t or2vveekstoninepat,e„,sw,tbno„ g 

" Webb e, a,, .rtber disclose the datly dose o t bc,-2 

lymph oma (see page .1*. 

antisense was increased incrementally from 4.6 g 
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Applica.ion/Contr„. Number: 09/709,170 

Art Unit: 1635 . , 

nodes of pato. 6 during Tandlidas <~ **" 2) ' 

— ^-'-::r: t ,, 5 , 

JanS e„e t aUeach t he i „ tra ve„ous inte io„of b c,-2a„..sense,G jl 39,a t do 

,.7, and 2.3 mg/kg/d y ^ 
p^^-^-"-"*"*-"* Hansen 

^^^-»-•----- W<^ - Ah,,,, * . smadeforoneof 

lt wouW have been, rf obvious - *• - * — ^ " h _ 

„f treating or preventing cancer m a human 
i n ;„ the art to devise a method ot treating u h 
ordinary skill in the art to mg /kg/day for 

. . »u r ,, a „tisenseoligonucleotideatadoseof0.01to5Umg s 

comprising admimstenng a bcl-2 antisens 

• ■ f 7 to 1 3 days of Webb e. al., and further admmister one or mo 
a period consisting of 2 to .3 days ^ ^ 

with a reasonable expectation of success, un 
th erapeu.ics of Jansen et a.. oljgonU c,eotide regimen of 

the art would have been motivated to cotnb.ne the bci-2 antisense 
Webb e, a, with the cancer therapeutics of Hansen et al. because combtned 

. „ a novel and rational approach to improve response ,0 
dacarbarine and bcl-2 antisense are a ^ 

adml „is,er the cancer .erapeuttc following, precedtng, or concurrent with b- 

purposes. 
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A pp„ca,WCon«ol Number: 09/709,170 

Ar,Un " :1635 • , ed under 35 U.S.C. 103(a) as being 

, . , in 12 19 and 29-33 are rejected under 
Cla ' m ' ' „ „, 15 IJSC 103(a) rejection against 

— — 

claims6,9,10andllin^erv 1 ewofKlasaet 

6:2492 - 2500) ' tina cancer in a human comprising 

Claim 1 is drawn to a method of treating or preventmg cancer 

f n m to 50 mg/kg/day for a period 

• Ur\ 9 antisense oligonucleotide at a dose of 0.01 to 50 mg g 

consisting of 2 to 13 days. ^ ^ 

„ riaim 10 depends from Uaim o, 
one or more cancer therapeuues. Claim 

• ■ a chemoagent, radiotherapeutic, immunotherapeutic, cancer 

therapeutic is a chemoage fom ^ 

■ , cvtokine gene therapeutic, or hormonal agent. Claim 
angiogenic agent, cytokine, g 

,„ a method of treating or preventing cancer 
6, and ,s drawn to , a oose 0 f 0 0. to 50 mg/kg/day for a period 

u . o antisense oligonucleotide at a dose ot u.ui 
administering a bcl-2 antisense g thprat)eu tics wherein the 

— - — ^^lalantisenseoligonucleotideata 

or preventing cancer in a human comprising administering 

„ of 0 01 to 50 mg/kg/day and further administering one or more cancer therapeu 

dose of 0.01 to 50 mg g draml , 0 a 

Ihe cancer therapeutic ,s administered at aJ «. <*- 

f , r,,„ 50 nm/kg/day, respectively; in combination with ajeduced 

mB *g/dayoradoseofl0.o50mg/kg/dy, oo or 30 and are directed to the 

, claims 31-33 depend from claims 29 or 30, ana a 

o „ gonucleotide fr om 

embodimentsof,he m e,hodsofclaims29and30,includ,g he 

pm A nr mRNA encoding the bcl-2 gene, w 
,0 ,0 35 bases, complementary to the pre-mRNA or m 
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Appli ca« i o n /Co„ tt o.N Um be I :09/709,nO 

ArtUOit:1635 . at , east t wo phospho— H^es; herein .he 

The teachings of Webb et 

, , de „ a dose of 0.0. to 50 
• „ bcl-2 antisense oligonucleotide at 
a Human comprising adn—g ^ ^ ^ one 0I 

^dayforapertod — ofl at areduc edd„se. 

— , ^^l-------- 4l,-,,,,4 

l o f a— « when — with — 
with standard, or even lower doses ^ last 

■ overall clinical tolerance and costs 

, Ugo „„cleotides, thus rmpactmg overall 

ParagraPh) ' ■ „ facte obvious a, the time the invention .as made for one of 

1« would have been prma face ^ s human 

, • o method of treating or prevenui & 
ordinary skill in the art to dev.se ^ ^ ^ for 

■ , VI 2 antisense oligonucleotide at a dose 

— ^ of Webb e, a, and funher — « - - ~ 

thera peu,ics of Jansen e, al. at ^ ^ ^ combine 

ltebcW antisenseoligonucleotideregintenof ^ ^ ^ 

eta , ataredu ced dose because clinical outcomes — 



ol 
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AppH^on/ContrCNumbe,: 09/709,170 

ArtUmt ' 1655 „, in improved clinical outcomes (see Klasa 

et al.)- 

„ « U S C 103(a) as being unpatentable over Webb 

c-» — *— sd*-— - !1 - W 

etaUJansenetaLanaKiasaetaLascitedtnthe ' ' ^ evelopment , 19 ,8 

and2 ,33in^e t v i e W o t To rt o ra eta,,—ea„,-,e,c 

Vol. 8:141-145. nrev enting cancer in a human 

• M 7 antisense oligonucleotide at a dose of 0.01 
further administering one or more 

^agraph and page 9, second paragraph. The 

page U, third P^aph. ^ ^ ^ ^ ^c , s 

Webb et al., Jensen et al. and Klasa 

Tortoraetal. further teach that a mtxed m d increased mice survival (see 

, p „ f 20 „Wkg, inhibited tumor and increase 
schedule vrithpaclitaxel, at a dose „f20mg/g, 

Figure 4). 
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App ,ica,ion/Con,rol Number: 09/709470 

Art Unit: 1635 made for one of 

■ „ facie obvious a. the time the invents was made 
„ would bave been,™*/- in . human 

a ■ , „ method of treating or preventing 
ordinary skill in the art to devis ay for 

a period consisting of 2 to & reasonable 

f t ,en et al at a reduced dose as taught by Klasa 
therapeutics of Jansen et al. to 

,v;n in the art would have oeen 

theb e W a» t isenseo 1 ,onu C ,o,idere g ,meno f Webb _ Qf druB s 

ov;u in the art would have oeeu mv 
e, al.). One of ordinary skill in ^ „ the 

♦ a p time the invention was hlea, u wa 
dos eo f ,0,o,3 5 m g / rf /c y c,e S .nee,a t ,het, m eth 

artto ra n8 e,hedosetomeett h ema X ima,therape„,,cbene f ,«forara g 

• td under 35 U.S.C. 103(a) as bein B unpatentable over Webb 
riaims 19 and 21 are rejected under «u 

, • A *i U S C 103(a) rejection against claims 12, 19 
. A K , asa et al as cited m the 35 U.S.C. ; 
et al., Jansen et al. and Klasa 

• f Adiei et al (Seminars in Oncology, 1999 Vol. 2b. 
and 29-33 in further view of Adjei fa & ^ 

, o d 21 are drawn to a method of treating or prevent** 
Claims 19 and 21 are mg /kg/day and 

• • ah cl 2 antisense oligonucleotide at a dose of 0.01 to 
comprisingadm—abcuanus 



paragi 
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^Ucanon/Contro, Number: 09/709,n0 

ArtU " i,:1635 , d Je „sen e, a,, have been discussed o„ page 8, las. 

c wj^uu Pt al and Jensen ci 
^teachings of Webb e ' f Klasa el a , Have been discussed on 

,aph and page °, second paragraph. The teach, g 

subparagraph. 

Webb etal., Jensen etal. and Klasa eta 

do- ^ * <° 60 . ^ in comb inatio„, in the treatment of 

j • a method of treating or prevenung 
Mdinary „ ,„ the art to «~ ^^^W****" 
^rrstng adn— g a be,, — ^ ^ _ _ _ _ 

ntA n days of Webb et ai., 
a period consisting of 2 to u u K, 9sa et al. with a reasonable 

, , a reduced dose as taught by Klasa 

haw been motiva ted to combine 

e, al.). One of ordinary sbll m the ^ .„ , he 

• the time the invention was filed, rtwa 
dose „f6to60mg/m,cyc.es,ncc,a,.het,m 

art ,ora„ge,hedc S etomee„he m a X ,ma„herapeu,,bcne fi ,forarg 
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AppUcatWConttCNumber: 09/709,170 

ArtUn " : 1635 „ „ US C 103(a) as being unpatentab.e over Webb 

Claims .9 and 22 are drawn «o a me* ^ 
. • • . a bcl-2 antisense oligonucleotide at a dose of 0.01 

therapemte „ a reduced do se ; wherem me cancer 

further administering one or mo 

.Herapeuttcs—neandtbedose ^ ^ ^ ^ ^ g 

pm8 rapba„dpage9,seco n dpara P apb.Tbe,eacb,n 6 so f K,asa 

,„ and K,asaeta,.ba,e not taugbttbe cancer tberapeutiets 
Webb et al, Jensen et al. and M 

.oranetal-teacbamulticenterpbaseHstud 
„ ewly .agnosed ^phoptasmac^ .vmphoma > ^ 

. Poranetal. farmer teach this regtmenmduces 



seventy 

4 weeks. Foran 



tteared patients (see Figure 1). ^ ^ for one 0 f 

Uwoul dbavebeen^/ a *obv,ousa,the, 1 m ^ ^ ^ 

method of treating or preventing 

therapeutics of Jansen et al. at 
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^ication/conuo. Number: OW.nO 

^ UnU; 1635 k . u in me art wou.d have been motivated to combine 

re8,mm0fW£ . voWing l0W£r doses „ f anticancer drugs 
a( a reduKd dose becaus e climca, outcom es ^ „ (see Bas a 

etal , 0 »eo f ordinar y s k .Um, h eart ^ witwaswen ^ inthe 
dos eo f ,5«o 2 5ms/m./c y c 1 es 1 nce,a„het,me, h e ^ 
..oran^edo.tomeettbema-tberapeut.cbenentforar, 

„ USC 103(a) as being "rentable over Webb 

Title— -«-—"'- 

^29.33 in further view Murren e. al. (Caner 

5 °)- .• „, ™eventing cancer in a human 

— — "i — 

■ • • a one or more cancer therapeuues at a reduced a 
further administering one or mo 

paragraph and page 9, second paragraph. The . each g 

pa8 e U.thirdparagraph. ^ ^ ^ ^ „ tic , s 

Webb et al., Jensen et al. and Klasa 

a, he doseisStoSOmg/m'/cycle. 
irinotecan and the dose 
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AppUcatio^ontroiNumber^^.nO 

ArtUn ' ,:1635 t „ .each., a- e— - P — e,ic on—, 

Murren et al. teach et al 

,.„„ - — - -7— Id— 

QC n on-minute infusion at a sidiuug 
further .each irmcecan was g ,ve„ as a 90 ( 

t ,1 further teach a starting dose 01 5U mg/n 
page44 ,sec„nd — Meco „ dcolumn) . 

ltwoul dhavebee„pn-/<.»obv 1 ousa t ,he tl me 

„ t ,„ devise a method of .rea.ing or prevent canoe, » 
orftaary skill in th e an ta ^ M * m *»«»»* 

a period consist** of 2 to 13 & 

1 t , reduced dose as taught by Rlasa 

~ d*. -* — — — — 

e, a!.). One of ordinary skill m .he art ^ ^ 

, ■ ., th, lime the invention was filed, it was 
doseofS.oSOmg/niVcvCes.ncca.thet.me 

.rttoiansethedosetomeetthemaximaith.apeu.ichenen.fo^aia, 



Conclusion 

No claims are allowable. 
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Appli ca-Co„,ro 1 Nu m be I :09/70,, 1 70 

Art Unit: 1635 „, earlier communications from the 

examiner should be directed to Terra C. 

examiner can norm* he reached on . ^ ^ th e examiner, 

lf attemp ts to reach the examiner , . ^ fe p „ b ers for 

.Ke oration where this apphcauon or proceed^ 



teg 
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